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I. Basis of th rep rt 



Description, Pages 

1-18 

Claims, Numbers 

18-20 " 

M7 ■ 

Drawings, Sheets 

1/4-4# , 



as originally filed 



received on 16.08.2003 with letter of 14.08.2003 
received on 07.10.2003 with letter of 07.1 0.2003 



as originally filed 



These elements were ava»eble or furnished to rhis Authorfr, in the following tenguage: ^ fe . , 

□ the language of a translation furnished for , ho purposes o, the i„ tem auonai ^ (under Rufe ,3 

O thelanguage of publication ol the interrational application (under Rote 48 3(h)) Rute2 f- 1 <"»- 

D Ru e ,. 9 SXVBT a,i0n '" n * hed '° r *" PUrP ° MS °* P>**»Y agination (ende, 

3 - K-S'S^ apptlcaticnj the 

□ contained in the international application in written form. i 

□ filed together with the international application in computer readable form 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form 

D ^eXKa? listing does not go beyond the disclosure 

D King^^ r6COrded * C0m ^ 6r — *<• form is identica. to the written sequence 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 
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report.) 



such amendments must be referred to under item 1 



Additional observations, if necessary: 



and annexed to this 



V. Reasoned statement under Article W1 > K ^ A . . 

ctations and exp.ana.io4 s^^XSKSS lnVent,Ve or «"*•«- -rt>HcabllHy; 

1. Statement ; -. > > ...... | 

Novelty. (N) 



inventive step (IS) 
industrial applicability (IA) 



Yes: 


Claims 


1-17 


No: 


Claims 


none 


Yes: 


Claims 


1-17 


No: 


Claims 


none 


Yes: 


Claims 


1-17 


No: 


Claims 


none 



2. Citations 1 and explanations 
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INTERNATIONAL PRELIMINARY 

EXAMINATION RE PORT : SEPARATc SHEET*^ app,ication No ~ p CT/EP02/cl 4 28l 
Secti nV 

1 • Reference is made to the following documents: 

01: VAN HEYNINGEN V; BROCK D J H; VAN HEYNINGEN S "A SIMPLE MFTHnn «J 
i RANKING THE AFFINITIES OF MONO CLONAL ANTIBODIES^ Jou ^ ! 

Methods iqbt w«i k, r, wwu. antibodies, Journal of Immunological 

_ Methods, 1983, vol. 62, No. 2, p.147-154. ISSN 0022-1759. XP009017607. ' 

D2: STANLEY C; LEW A M; STEWARD M W, THE MEASUREMENT OF ANTIBODY AFFIKjity 
^ A COMPARISON OF 5 TECHNIOUES UT,L,Z,NG A PANEL OF MONO cX^ " D 
™ MFA^r° L ANT,B ° DIES AND THE ^^ECT OF HIGH AFFINITY ANT^ODY ON 

1903 ^4 T T ° F AFRN ' TY ANT ' BODY "' — °< — ^' l4* 
1983, vol. 64, no. 1-2, p.119-132, ISSN 0022-1759, XP009017610. f ' 

These documents were not cited in the international search report. j 

i 

2. The ranking of compounds, e.g. antibodies in +o«« c „* „«• 

the art cf m an n n, w • * nT,Doaies ' ,n terms of aff »nrty existed already in 

Hi,?,,! « Kn ° W,ng thS 6XaCt con ^ntration is not necessary seveL 

dilutions are suff c ent fcf Di^ in no tho^u ^ • . . «»»«uy, several 

DPrfnrm^H / f uJT x ethod ,nvo,v,n 9 equilibrium dialysis s 

performed (cf. abstract and p.121 , third paragraph). f 

i 

In the known prior art dealing with ranking of antibodies by affinity it would 
however appear that a seoond targe, was neither used nor rendered Zous in 
order to provide an alternative method ,o those disoiosed in D1 tE£ C «L 

Z 1 WOUW ~ *° " "~ - * — ~e m 

Sprr " 1 l are dependen ' on claim ' ™« ^ such also meet the requirements L 
he PCT w,th tesperf to novelty and inventive step. T^e same applies toTa^s 
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INTERNATIONAL PRELIMINARY , . ' 

EXAMINATION REPORT - SEPARATE SHr !g^ rnat,ona ' a PP" ca ti °n No. PCT/EP02/Q4281 

I ; " 

j Miscellaneous ! 



i j 

Certain defects (form or content) i 

i ; 

Contrary to the requirements of Rule 5 1 (a\(m pot *^ . 

disclosed in the documents D1 and D2 i nnt I' ^ back 9 round +« 

these documents ident'ed thL" h *» 4 are 

The description should be adapted to the set of claims. 
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PCT/EP02/04281 

October 7, 2003 

Naturwi SS a ft sch a ftliche S und 3605Plll WO «n, v " ' 

Medxzanisches Institut an d er Uni- 360SP111WO ~ 
versitat Tiibingen 

Claims 

1. ; * »ethcd f cr ranking at least tvo compounds „ t 
each other with respect to their first ^ oons „ Et 
of binding to a first target, by nsing ^ seccmd aff 
«y constant ,of binding to .'second target,,. 

■ : * • ;••.■..".* . if-... 

I 

' wherein determination of said first affinity constant di- 
: Fends on the Concentration of each of said compounds, and 
. -id first affinity constant depends on the composition of 

• the respective compound, and 

' wherein determination of said second affinity constant dJ- 
Pends on said concentration as veil, but 5aid second 

• tiaxty con s tant does not depend on the composition of the 
respective compound, 



for each compound comprising the steps of: 



a) 



b) 



measuring a f irBt for said fiM a£f ±nity ^ 

stant under equilibrium conditions; and j 

simultaneously measuring a second value for said seci 
ond affinity constant under said e q uilibrium condii 
tions j j 



. determining ..id first affinity constant for each =o»i 
. Pound relative to the other compound,*, by osln g said 
• rirst and second values. ! 
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2. 



3. 



5. 



6. 



The method of claim x , wherein said £ir>t a ^ 

antigen and wher ein aaid at ^ « ^ J- 

: -rC: ^ ^ di "— antibodies hlndin", " 

The method of claim 1 or claim 5 .... 
. . 1 cr clalm 2 - wherein said second 

target „ an antibody or functional fragment thereof „4 
■specificity, for an ^tibody-hindinr site comprisec in vlck 
. of said at least two compounds. 

The method according to any one of claims 1 to ,. vhereii 
■ said steps ,., and (b) perfo:raad in parallal fM 

tiple compounds , and whers -i n A *~u ~ * , i 

a wnerein each compound is contained iji 

one well or an otherwise do-fi-n^ »^ c i 

136 aetxned area of a substrate. i 

; The method accordino to any one of claims i ^ ^ 
aaid steps (a) and {bJ are performed in parallel fox mull 

: tub compounds, and wherein each compound is contained in 
one spot of a microarray. ; 

i 
1 

• 1 

; The method of any one o£ claims 1 to s wh p r ^ v ' 

• . f wherein each of 
saxd at least two compounds is in solution. ' 

» 

t ; 

: The method of claim „ he rein said steps ,., and (b) are 

^.mirr - ^ SiDU "™ 1 - — '"id solution! 
With said f« Bt and said second target, each tercet beingi 
.—Ml*— on a solid phase, and vherein the amounts J' 

bind1 " 9 ^ - ~ are mea I- 

.ured for each compound. 
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8. 



The method of any one ef cla ^ 

said at least two eoninn „ . ' whejrein each bf 

■cwo compounds is immobilize +.~ ^ ! 
of a solid phase. «™ot,ii 12ed to tfte Surfaie 



tteth ° d of cl^- 8, wherein said step* „ 
. bein, performed by siaultaaeousIy J^.^ < b > 
■ li-ed compound with knn^ c ^ ac txng Said 

* « with known amounts of said fir-** ' 
• second . tareret in •.- " and said 

target ... xn ..solution, aad - ; wherein the ; r*V* • : 
i amounts of -ps t-=«- • xne relative- 

ox cirst and second tareet 

, U«d COMpoUnd „ meas „ ed . ai9et *° «" 

i *ar get a„ being ^ obilUsd J iTSt Md second 

! crospheres. 4Lff QrMt subset! of ^ 

H- The method of c la<« i« 

°a ci claim 10, wherein said differs * v 
characterized hy different „ subsets are; 

y cirierent fluorescence labels, 

12 " ' The of claim H f further eo . . 

:identi fying binding of ^P^sing the step of : 

jr a orncing of a compound to sain #*» 

■[to the compound. """"scence label : 

I 

J . I 

: use °* a kit for perf . 

.1 - 1». eaid Ut comprising °* ~ - ^ 

k) tjl" "T r oomprisin9 a ^ «- i 

taming sample solutions; Icr re " ; 

»> a second carrier = OT prisi„ 9 , £or aach of said , 

prised i„ said firafc x « ea s 

"*er, at least two posi- 



i 
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tions suitable for the imobiHsation of „„ , 

in a way which allows to ra ,- T „„-,^ »^act 
of s »4* n , simultaneously contact each 

°f said solutions with at least said first and Bft " 
compounds immobilize to 3aid at , * 

and wherein th« " tW ° ^ sit i°«^ 

d wherein the amounts of material out of said sa * 

• file solution .binding, to said first * T 

Pounds can be measured for each said ' " ' ^ 

a ior each said sample solution;. 

a*, saia Jcit comprising 

i ; 

■) ^ first carrie, comprising a least two areas fol 
retaining saffiple Solutiona? ° aMaa f °f 

i 

a second carrier comprising, for 
■ =o»prised ta 6aid first J ** Ch ° f »•« areas 

tlons suitable fa, «, . at 1,ast *« P<>si4 

«irst and . >™**Usetion = £ at least a 

rier T tM,et ' " here " «™- oar . 

rier and said fi-rs-h ■ car * 

in a wav H v. bS br ° Ught in =o nfe ^ 

in a way which allows to «*-fm„n- , 
of said « simultaneously contact each 

said solutions with at least said first and s „ J 
target in,mobil i2ed to said at least 1 °^ 
and wherein the . ^° positio ^r! 

111 the ^unts of material out of said „ i 
Pie solution binding to said iirm J , : 

can be measured f« k f SeC ° nd tar * ets ^ 

easured for each said sample solution. ' j 

I 

15. iOse of a kit for perforin, the »„-h.^ * 

1 <=° 12, said kit co„„ ? anyMa ° f = la ^' 

ent subsets owe, h " * °* " ^ «««- 

Microspheres, the microspheres in each of i 
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17. 



said subsets thereof having immobilized thereon a target 
. for compounds to be ranked with respect to the first phyi- 
: icochemical property, the targets in different subsets fac- 
ing different, and preferably a set of at least two com- 
, pounds, each being able to bind to a respective one of the 
at least two targets. ! 

» ; 

.16,, Use of ,a kit for performing the method of anyone of/claii. 
; 1 to 12, said kit for ranking antibodies with respect to 
; their affinity to a target, comprising a set of at least 
two different subsets of microspheres, the microspheres in 
; a first subset having immobilized thereon a capture molei 
cule for antibodies, the ■ microspheres in a second subset 
being pre-activated So that the target can be Mobilize! 



theireon. 



The use of claim IS, said kit further comprising a detec-j 
tion antibody. 



